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^ ^Tg^ i-R-^^ TOP -B-€;=q- Ir^slfe ^^aimSJ-^ 

^^^1 2:^^1-0] 5L^^>fe TCTPfe q-S.l-/^f- ^E.^ M]^^ ^ ^>ll;^>^ 

S. 5 
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5--^^^ ^'^H^ -n-^^> ^fe ^S-T-^ ^^sjfe 5L^*>fe ^^3.^H 

-g- ^ oil- o]^^]-^ %JLm*a-^l ^^3.^^ U-^ {Composition for screening 

ant i -hyper tens ion drug comprising mammal TCIP gene or its protein product, and method for 
screening ant i -hyper tens ion drug using said composition} 

^oi^ £o]cl-. 

£. 2fe ^ S^^l-<5l i^sV^ TCTP» 5i)-q-^^^>^ ^^^^ 

^l^^^l ^^tv -B-^^V M-Bj-i^ S.o]t\-, 

S. 3^ TCTP ^V-f^^ 2iiel<:>flAl DNA<^1 TCTP -S^sfl -B-^;=^1- 

J£ 4fe TCTP ^^^^S- TCTP 44^^* S. 

Si 5fe TCTP ^ij-cf^^ ^lOflAl ji^<^ ^^-^ ^91^ S.^, S. 5afe ^ ^ 

^^^«r i^V-f^Sl Tisl ^^7l l<a-^ ^:=§t!: S'^li, S. 5bfe ^>-f^^ ^-S- 

"-^ ^<a-i: ^^t!: SiO]aL, S. 5c^ ^^^^ ">-f:±^^ "t^^] ^^^^ £. 

:£ 6^ TCTP 4^^^ ^^^^ p>4-^oflA-l ^:;g.Hlcfl^ ^^tb Slo]zJ^, 
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<8> TCTP ^«-H^(translationally controlled tumor protein)^, 1979^1 

histamine-releasing factor(HRF)s^ 7]^^ i^-tl -fe^CThueson aJ.; J 

//fflwiwo/., 123 (2): 626-32, 1979)«^1>H^ ^'^'l -^I^iibI-^ iJ-t- 7l^c>l ^fe ^B^;^ ^ 

<9> • HRF^ ^^4^^ 9^7] ^i^, ^^^^^ ^a-SL^-e-^M -H- 

^i^i^^ ^;4(IgE-dependent histamine-releasing factor, HRF)^ ^€ ^^1 

•io> HRF T'V-fi'^lAl^ 21 kDa 3.71^1 ^s^^Bj^s^-^ ^i^l^l^i P21^S IrBl^n^, 

P23^5. '^r^^^cf. HRF^ 1988id<^] ^^ €^ ^^(translation 

level)<^1-^i ^^sl^ ^o] ^^^o.B^^ ^e^^ ^^^.^^ ^ofl o^^^^ ^^(transcription 

level )<^1-^^ ^^^^I^a-^ TCTPel-fe ^Tfl ^l^cf. 
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ii> 



12> 



^ ^;=^>: 2004/6/28 

P21^ 2D-PAGE %2i ^li£.( reference map)S. (isoelectric point)<>l 4.9<^]3L ^ 

^>^«^1 24kDa<^l -ti^J ^Bl^^d^l ^Jisj^trf. n ^, MacDonald et aJ.iScj'ence. 269:688-690. 
1995)<^1 ^7^^ ^S^^q. o^^^^^ ^;,|.^ ^31-^^ ^l^-S(biorogical f luids)<^lA-1 

HRF71- 5)0^0.0^^ ^ ^rf A-^ ^^o] (a^ino_terminal sequencing)^ o] 

^^^^ 2:^ ^^-^^(growth-related protein)^ "^"^^ TCTP4 ^"^^ ^^^<^le1- 

TCTPfe 1980idi:fl7V^l ^•g=<:Hl ^?:«-^^(tuinor-specific protein)^ ^^^7^ 

^ ^^^-^r ^"y^sl (proliferative stage)^^- ^^o] o;^^ z]-s) o:| ^tf . zls] 

1CIP7} -il ^(kidney) 4 ^fl5.<^(renal cell carcinoma)* S.€- ^-^>^1l5E<^lAi ^ 

^m. ^ 71^1 ^oi] o^o^ (homology)* M-Hfi^cf^ 

(housekeeping protein)^ a^z^^Iu)-^ ^l-^^ ^3^^ w> S^t:f. 

^ ^^^1-*^ tflt^Pl-^ 10-2001-0027896<^1 ^^^Itt ^^1 , TCTP^ ^ 

^tb ^^^S. H-^^ HRF7V i4H#/^# APT«^1-;^1 ^^(Na,K-ATPase pump)Sl ^^^^^ 
(subunit)^ ^S.^ ^^(cytoplasmic loop)5si- ^a-^L^-g-^* 9X^. 

TCTPfe i-l-H-i-/^f- APT<^>>11 3^^fl u1^7l(bait)S. *M 

5- e}c.1«.Bls|(rat skeletal muscle library)*^] tfl^fl Jls. f'^'^^ ^ (Yeast two-hybrid)* a] 

^-S: ^«-^^oiq-. :i >S-^2)-g-^ ^<^l^(isoform specif ic)<^l;^l ^o_x^. ^B. 
^/%1- APT<^>:^1 5711 ^o]]^^ ^7] ^^az). ^J:2l--g-* tb^-. <^11- -S" 

^^-§-a: wVoloVsol ^^^(biacore assay), ^^^^^'g(coimmunoprecipitation). ^ 
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T^l^Cconfocal microscope)* -f-tflA-l 7fl^V o]xx^ TCTPfe M-Hf-/^^ APT<^>;*ll ^ = 

^ HSL^ ^;^1^K cytoplasmic repressor)^ ^-§-^>^ ^^S. 

M-B^/^f- APT^^Hl ^^11 27ll^ ^ 112 kDa 3.7] ^ 

^^^l^V 55 kDa 3.7] ±.^^^]^ ^-^^^ ^^^^^Icf . M-B.l-/^f- APT<i>;^l ^^^1 7>^ 

^^^^^ Na+ ^Tli ^o.s.'^l, 4S. vfl Na+sf K+ o]^^$] ^§-^2^ 

(glycoside) :^]^si\ -^c].a].oi (ouabain), ^I^aI (digoxin) , c^;^is.^(digi toxin) ^<^1 ^^^11. 
#HlSA]^^* ^Bfl ^-§-^>^ ^^o] -t^o] ^7j-^4. o-)^ q-B-i-/^^ APT 

'^M ^H.sl 7]^ ;^-^^>S- -^It!: M]S. ifl Na+ ^ Ca2+ ^5.^ #7l-7> zi -^<?1^ ^ o.^. ^S^^^- 



o]si\. ^^^}c^ ^S. ^<^] i-|-Hf-/^# APT<iV^l 1-^^* ^i^fl^V^ ^«iVi3>oi5il. 

tl: ^^11^^ tl^Xendogenous ouabain-like factor)7V ^^fl^H, <='1^<^1 Jl^'iJ-Chypertension)^ 
-^^^Itflf^ (heart hypertrophy)* -H-^^Vfeci] 7l<^tb^^^ 7}^o] :47]s\<^ ^^<^]^ ^ 

^^/^^ APT^^V^fl ^S.7\ y^]n^^ EGFR^ Jil^(cross talk)# NF-kB# #^^^^.2. 
S.^ ^^tiltfl^* ^ ^cf^ ^7]S. ti]. ^rfCHaas, M.. Askari, A., 

and Xie, Z., /. Bi'oJ. Chem., 275:27832-27837, 2000). 



31-8 



102Q^B|3909 




.9> 



^ ^^>: 2004/6/28 



JO o]6\]^ ^"^^^l-l:^ TCTP7> M-Hl-/^f- APT<>M ^5.^ 1:^ Jf-Sfl 3L%^^ ^ 



2i> ^ ^'^'^l^i^ TCTP -a-^^V nS-^tl ^-^Elfe ^-n-^Vfe 

•a-^il iaiel^-g- 2:^^1-31-. ^3-71 Si^^M:-^ <^l-§-^<^ -sj-JL^SJ-^im ^ae^^^Vfe >ll^^> 

ft 

22> ^ ^T^o. 2.^s.o^ TCTP -^^;^>»- JL^^V^ «J-3i^<a-^l ^^3.^^^%■ s^^l-i- ;^l^tirci-. 

(disruption), ^-^(deletion) , (insertion), ^ (point), ^l%(substitution) , ^^d:^ 
(nonsense), T^l^^^^ii^idnissense) , ^1-^ (polymorphism), #<S^ol(mutation)7> 



24> 



25> 



^ Si^^^o] S.^^}^ TCTP 7]^ S€- a-B-^ 4i<^lA-l «^l;tlli-l- <^ 

^^T^^^S. ^^sl^ ^«-!l^ (housekeeping protein)^, ^i^^J: 2^ <^Hic'a: ^7]^. 
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TCTPSV ^^tV ^^^^ M-^^fe ^2^^^^ ^ 



6> 



2.^ -g: ^7] TCTP -B-^T^V-l- 3L^^Vfe ^^^^ 



7> 



t'^^ -^^71 TCTP -^^^V* 5E.^^fe -^^^m^^l i3Lel^-§- 2:^^1-31). Al^tfl^^^ 



^ ^, n# ^•a^}'^, ^71 3L^^^^] 3L^^^ ^^r^^}^ 



!8> 



atb ^7] TCIP ^^^^ 3.^*>^ ^jlM<a-;^l ^13.^1^^ S^^^l-^ S^-i-^ 



}9> 



^ ^7] TCTP 5.^«>fe %JL^^;^1 



^ ^#^1^ ^, '^V'^l^ ^-i-^ ^7] 5L^^>^ 7l 



^^1 



30> 



TCTPfe- M-H#/^# APT<i]-^l tfl^ M]S.^ M-Hf-/^ 



31> 



TCTP7} JL%'^^ ^ -a^tiltfl 



32> 



5)5Jl- ^^w]tflf^ 5.^^* M-El-^^CS. 6). 
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33> 



^^<^^ife TCTP -fr^;^V ZLS.^^ ^^^^ if-*>fe ^ 

^ a^l-^^ <^l-§-^V*=^ ^^n.^'^-^^l* ^3.B\^^t\-, 



3^ 



6 o 



35> 



^3.5^^ 'S-^'Hl^i TCTP -B-^^}* ^^^1-51}. Al^tH>a-^:g :[>o^ 

DNA-DNA, DNA-RNA, DNA-^«-^^ :?>^ ^-g- «^-^# ^tl^Vfecll a>^e1^ ^^^•y 



36> 



«=4|» ^^n] i^-f -^lAiCin vitro) -^7] >««l^tfl>a-l-^ ^}^]^ 



^-S-aIt'Ijl ^S.^ ^^«>^ ^>-§- 



37> 



o]^^ ^-f ^ TCTP -^^7;> iqoi]^., ^AVo^ ^^s. oY:^^.7\] 



C38> 



11 M 



i:^^ ii^afil^ 'tJ-^'^l^i TCTP ^^^^ 5.^^>^ S>^^l-5i). Al^cfl>a-#^ ^-§- 
n9l^. ?>5] ^-g- o^:^» ^<y^l-^c-i] A>-g.£)^ IJ-^** ^>-§-t ^ 



:39> 



^, JlS. o]^ ^^^^ (yeast two-hybrid), TCTP ^^^<^1 ^-^^Vfe s)-^] c|>i^£)]o] ^eIje. 1 
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3909 "^^y: 2004/6/28 

(phage-di splayed peptide clone)^ ^'^ll- ^ 5l--5|-l-^el-olti.fi^ si (chemical 

library) 0]-%-^ HTSChigh throughput screening), S.^ ^3. HTSCdrug hit HTS), 4^ 

7]^ :^aLe)^ (cell -based screening), DNA <^sllo](DNA array)» <i1-§-«>^ riiael^^ ^ 



40> ol&i^ ^ ^i^^l ^L'^^l-^ TCTP^-^E) ^2: S.^ 

^^1:^ ^5^1 vfl(in vivo) -^l^fl, -^71 ^"^^Vfe M]SL. SL^ ^A>^^ 

* 



^<^1-H '^dS.l-^( leading compound)S.>| 2;)--g-^V7ll . -'dS.l-^ofl tfltfl TCTP -B-^^V 2.^ ^ 

<43> o]^7fl *H 1-^^ S-fr^^ rap -fr^^V 2^ :3.s.^Bi ^^^<H1 tfl 
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'HI i-^^^ TCTP -^^^V* i^^al, TCTP ^j-cV^^^*^ ji^^ ^ ^^^] 

tfl^^l JL^^^ M-Bl-vflfe ^^^^ P>-f^« ^R^cf. 

47> ^ #1^^ ^>-f:ii<^ TCTP -B-^;^}^, ^^^<^1 ^'^^] T^V-f^i ^^^^ 

-a-'a^ -a-^S- ^'asji^. M>^2)^>711 TCTP A>6l 
(CMV-IE), wflB}- (chicken beta-actin promoter) ^ sfl^l w^l^ "i-S.^ l-ej 

*H1<^1 tfl^ (rabbit beta-globin poly A-tail)^ ^-fr^V^ ^^^^ ^^b) DM ^SJ^ 

=48> ^'^^ "^^^^ T^>-f:i* ^l^^V7l ^^€-ar ^^f' T3>-fiS.^El 

-n-^fl^ ^^^^-i: ^}-%-^ ^ ^4. wl-^2|§l-7l]^, C57BL/6N ^>-f^ C57BL/6J + CBA/N 

<49> ^ TCIPl- 5t|-4^^^>fe ^>-fii:2l 2004id 5^ 21^^VS. 

■^^^>^^(KCTC)<'11 RCTC 10640BPS 7]^s\S^r^. 
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5i> ^ ^T^sl TOP 4^-^% ^>^ii 1) 3L-B-^^ TCTP -^^;^>1- 

-H-^;^} ^>-f^^ T^^^^ •%-^^ ^n^^] ^Mil^«a*>fe 2^^1; 3) ^ 

^ TCTP -a-^;^>7l- 711^ DNA«^1 -t^^Jslul, TCTP ^^^^ ^-^^i^ . ^tSJ- ^fe -y^^ltfl^ 
^ S^^^ M-Bl-^-i: ^^*V<^ TCTP ^^^^ ^V^i^il- ^^^>^ 4 4^^1» 5L^«> 

■ 

'i^J: 1^ •S7lAi<t<iJ| ^H- ol>a-^ :f-2l, ^<a, ^1^, ^^i, T^lrii^^i, 

^ ^^o^, ^Biiflo^ (promoter )fe Sajffl ^^^l^lfe SEfe ^2) -^o] 

^-^Al^lfe 5.S.S-Bl» A>-g-% ^ $1^^, H^S-B^l- #A^2l-Al7l^ (enhancer) 
^ ^^^^Xterrainator) <^]<5l tfl^ ^-n-tt^. «>^^*V7ll^ A>ol:£.tiil:y:^ h> 

<=>12-1^ ^€^i(CMV-IE), wflBf H.Sa.B|(qhicken beta-act in promoter) ^ 

€s1 oflo] til<^(rabbit beta-globin poly A-tail)* ^-^^>fe A>-g-^ ^ 

<54> 3L-fr^fii TCTP -fr^;^]-!- Tiv-fiiiSi ^^^^ ^^^] ^s3*v<^ ^^^^-§- ^a^:^ -b-^^v 

(microinjection)^ ^^^t!: DNA ^S.7V BjS.^ i^l4^S3-§- -S-^'=>)1 ^l-^^V 
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5> ^7] 2^7^]iA-l TCTP -6-^^>l- ^^^^ afe- ^-t^^ p>4-i^iOll 

^w]^JL, ■g'ti]^ T=>-f^s^ BlA-l]^3j-7l (micromanipulator)* <^1-§-^<^ i^V-t*^ 

^ -5--^^ ^^(male pronucleus)<^l T:'14^S3^al -fr^;<l-7> ^ ^S. ^SJ^^^^l^ -i"^^ 
^•^^ jg^o.^ ^^t!:T^. <^1^7fl TCTP -B-^;^V7> CO2 «11 '^=71 ofl 2M] 

tflels. T^>4-^iife ICR T^>^^» ^^^^^ ^>-f^^ ^fl^ 

\f ^V^-^-ilTflA-l TCTP -B-^^V^ ^ ^^^1-71 ^*><^, DNA ^ 

^#S]-o^ TCTP -fi-^;^>7V p>-f^ Tfl^ DNA^] -^^3=1^. TCTP i^r^-^^-i: . :iL^.<^ 

SEfe ^^wH^^ M-^-^* ^"^l^M, ^ TCTP ^l-cf^^ T^V-f^l- 

S8> >^7io:| Ti>-^-^» ^1^^>fe ^^"U-^ 7]^<^ ^J-'^Clan J. Jackson; 

Catherine M. Abbott; Mouse genetics and transgenics ' a practical approach, Oxford ; New 
York : Oxford University Press, 2000)^ ntfls. ^-g-Al^lTlM- ^^a],^ ^ 9X^. 

:59> ^ ^x^o, -TCTP 4^^"^ ^^^^ 1^}4-^<81 ^l^^^l-^^ ^<=^% ^ ^' 
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« 

2> 1) ^ ^'^Sl S>^^l-o] 3L^«>^ TCTP ^^^^1 u|-Hl-/^l- APT<iV>11 ;^tfl 

3> ^ aE:>ai-C)] i^B^Vfe TCTP ^^^^ M-Hf-/^^ mo}:^] ^ 

•^1*1-^^-. TCTP71- uj-H^/^f- APT<^>>ll ^5.4 -a-Jl^-S-tt^fe ^^1^ <5l ^3. 

'4> RBL-2H3 ^^jmS-S. tifl'^ft]: ^. 3^iii-^7l ^r^-^CKrebs-Ringer bufferXKRP, 

140 mM NaCl, 5 mM KCl , 10 mM Na2HP04, 1 niM MgS04, 1.4 mM CaCl2, 2.5 mM ^^3.^^. pH 7.4) 
^S. 3^ All^^V^^tf. Afli* 37t:<H1>««i 15^ ^^^fl'^l'S^ ^, ImM -f ^^Vw}^ 

(ouabain)^ 3L%tb 0.1% ^ "^^^(BSA) KRP ^^^^ 7>^^4. 

T^^^^ 86Rb+(0.5 Ci/M, NEN)* ^^;^V(tracer)S. A>-g-^>c^ 5-10^ Bfl^<}=^>^ 
10-20 g/me TCTP* o]nJl TCTP* 7V-3rM tfl^i^S. ^^^^ 86Rb+ o]:§. 

«6> :£ la«:^] H-B|->dr TCTPfe ^^^/^^ mo} A] ^S.^ 53.5 %7V^1 3. 

«7> .^-71 ;ifl^V ^ol^l-7l ^^^J '^-mr^CNa-sensitive dye)^ <=>]-%-n 

FACS ^«S^V9|i=l-. 
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el ifl [Na+]^ ^iE.-!- ^7}^]^t^. 

^^*>7l TCIP ^ifcl-^^ ^>^i(TCTP transgenic mouse)» 

72> 2-1) TCTP sj-r^^^ T^'V^^^ 1 

73> ^ ^1^^ TCTP sl-uf^^ ^^^^ T'V^iii^ C57BL/6N inbred)^ i3>-f ^]:^ 

5)^^. ^^^^ '='1-9-:^^ T^>^^ ^^^ft^ ^Tl^. -B-^:^>^ 

=74> TCTP sj-cf^-^ ^^^^ ^>-f^^ A>^4a -fh^^V £ 2<^1 M-Bl-ifl^iil-. o] 

-B-^;^V TCTP71- ^^^^ ^>-?-:i^ ^^1 S2|<^l^i ^^^l^ATJ^, O]^ A^Tg 

^■81-^^€ ^^^•i-^'^^l^i ^l-'^lS.Pl]:^:^. ia>o-|s)>:: ^€^i(CMV-IE) ^ wflBj- 

5.S.a.B| (chicken beta-act in promoter)^ '^V-S-^VSl^. 
c75> o] J^:^7^ ^^1:* C57BL/6N '^l-f^i-^ ^^^?i:<^l ti]>ql^oj^>7l ^al^Vfe 3|- 
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■6> TCTP cDNAl- -^-^^V ^fl^i-t ^V^^lS-t^ll^S. H}olE^i ^i^a-^ ^ 

wflBV ^S-S-B^l- ^-^^ DNA«^1 ^ ol* DNA *^7lA^^ ^o] laj-i^ o.^ :^ 

'7> o]i- DNA# Qiagen DNA t-IHI- o1-§-^V*=^ t^^ ^ll^Jurd^ BamHI / Sail 

■i: ^^^}^ DNA ^^-i: ^*JL o]* ^-f c>}7}S.^ €(low-melting agarose gel)<^A^ :^ 



7l'=g^§H 3Kbp<^l ^^^Vfe TCTP cDNA ^ ifl^i afltl- oflol 

^l^Crabbit beta-globin poly A-tail)^ ^-n"^ DNA ^^4. DNA i-^*> 

fe- ^-i: ^el-ifl<>i ul^E.^ <g ol^<H^ €#"^(high salt buffer : 20 mM Tris-HCl, 1.0 
M NaCl. 1.0 mM EDTA, pH 7A)^S. ^el^>^4. <=>1^7l1 s\^^ DNA* Elutip-D (Schleicher & 
Schuell) <^l-§-*1-^ ^ DNA ^S.» ^ 4-6 ng/;^^! rj]^ 

^"^-S- -S-'^ (lOmM Tris-HCl. 0.1 inM EDTA, pH 7A)^^^ ^^^}^ S^tt 4^ DNA 50 

7S> TCTP -B-^^}^ T^l^^il^'a^ T^l^-fl2:2l-7l (micromanipulator : Leitz. Germany)* <^]^^}<^ 

^9> i^Hfl -B-^^V» ^^^^^ tflB^a ^'V^^^l- ^al^Vfe 4 

:^4. 7^<^^9l -^EfloflA-l ^:^7ll- 44M1^ ICR ^V^^^S^l- ^ 

^ 57^11- ^Eflo^ -§-A^ A^^^ ^>-§-§H l:2S. 51t>l# aIt-Itj^. 4^ ^ <s>^ 

''^^^ -fr-T- (vaginal smear)* ^^«>c>^ ^v]7} o]^o]:^ (pluged) 7.}^^ ^S^^ ^"3] 3. 
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0> TCTP -^^7^7} CO2 Wfl '^=71 oil 24S.7]77}y^] ^^^^ ^, ^i^J-^ 

^^^^ ^^«H '^l^^V^cf. Tjy^^iU Aver tin)* tflBlaofl 0.5 mg/^1^ 10 g 



si> t{)5ls.oi]A-1 Ej)d>1\J ^7^$\ TCTP -a-^^V ^^^>7] aVt:^ SLeII- ^ 0.5 

cm ^£ ^el-^i ^, H-^Bim-;^! KCproteinase K)7> ^-^^ -g-Sfl ^^?>^(lysis buffer)^ ^^l-g- 

Tfl-^ DNACgenomic DMA)* ^#^1-3., PCR* ^-^1*1-*=^ TCTP •^^7]-9\ ^S^^<^ 
(germline transmission) ^^^>^4. ^7] ^i>-f>i^ ^. 

4 1-^ ^7lol]A-1 ^^^^ 1:*^ (Western blotting)^ 'r^*V<=«^ TCTP ^^ 

32> C57BL/6N t^]. -i^oj] a-^ tCTP -^^^># sfT^^^^l-^ ^o] ^o]^ TCTP 

^>-?-^» "^^^V^ZL. 0]$^ '^^^■t 2004\i 5-S 21^^>S. ^^^S'^^^l-^^^ -B-^^V^ 
^(KCTC)«^1 KCTC 10640BP^ 7l^^>^4. 

83> 2-2) TCTP ^zl-rl-^^. i^l-^^i^ ^^1^ 2 

^ TCTP 511-4^^ ^V-fi:^ C57BL/6J + CBA/N^ ^^f^(hybrid)* o]^ 

*V°^ ^7l ^X\c^] 2-1)^1 ^^«>7ll ;»ll^^^t:l-. 

«5> ^■If^o.s. TCTP sq-cf^^ ^V-^^S i^^-^S. -^7] ^^]c^] 2-1)^)^^2] 

PCR ^ 1:*^* ^-^l^H, TCTP -^^7^^ ^ TCTP <^^« 
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'JS> 



57> JiS^ul, >S-7l T^V^^^ 1^, ^1^1-, 1^1 ^7]«^lAl ^#^><^ 



^]^^ -ir^^^ ^^*V«^, ^^^^ ^V-f^^ ^7lo1lAlfe 



TCTP ^MS. 



J8> 



39> 



2-3) TCTP s\-t^^m v\^^=:<^^^ 31^'^- ^ ^^^Irfl^ 

•gfl, ^^7] ^-g- ^^^iCSBP measurement by tail-cuff method) ^ ^"U^ 

i^>-f^^ ^^^-^ ^%7i ^<a-3i). ^^7] •t<a-^ %^^^>fe ^^^^ oi-g-^v<^ m 

^^'5^:£* ^tl^^, (left ventricular hypertrophy) ^^*H «1 



90> 



T^^7] l-g-CTail systolic blood pressure, T-SBP) computerized 



tail-cuff system(BA-98A system. Softron Co)-i- ol-§-*><^ ^^^-^i^. ll^^*^ ^> 



<^ Vil 711^ ZLl-O.^ l-l-ir^O.^ 2]-2]-o] 3.^6j)Ai^ S^^VbIS] P>-f>il. ^^^>c^ l-^J-^ 



«1> 



SE-tb -^5^ 5-6 ^^^^ tiV-f^ioflA-^w-E^ 9-12 19-20 f^^^ i^V-f^ "g-^ 

^^^l^i 1.4 French high-fidelity micromanometer catheter* t^V-^^^s^ ^-f-^^^] 
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■sH, ^^^'^'fl^i^ -tSJ-Ccarotid systolic blood pressure, C-SBP)^ ^^-sV^al, o] 

^H^* ^*=>1 '=r^7l l<a-(left ventricular 

systolic pressure, LVSP)^ ^^*>Sa4. 
•2> a^-a^ wHCleft ventricular hyper trophy)^- 19 i^>-t-^^ 

(body weight, BW, g)«^l tflt!: ^^-M-r-^lUleft ventricular weight, LVW, mg) «1« 

)3> o]^ci^ ^jij.^ 2. 5a vfl:;^] 5c ^ S. 6<^ 4^ i-j-E^-tfl ^ c^- . 

54> :£ 5a ^fl^l 5c^ TCTP p>-fiii«^A-l ji^<a- Tg^ 

^^^^ ^V-f^, Lm^ t!:«fl^l-^ ^ ^^^^^l^^l ^(Littermate)<^1^, M 

95> s. 5a 5c<^] M-B)-\i wj-sq- ^o], XCIP ^j-t:!-^^ ^'V-f^fe ^-^ «1 

*li "a-T^ S.^^ 2ilsl«^lA^ ^^tb =T^^7l m^(T-SBP)<il €B.1-<^1 w]*H 15 mmHg o]^ ^'s-^- 

*a-(LVSP) 2.^!: TCTP 44^^ ^V-t-^7> ^H*<^1 w1^>o^ 15-20 mmHg ^S. ^^*V^ 



o.p^, ole^tt :iLl[^ ^ ol^^q TCTP p>-^>i-^b1 

^^^S., ^1^(BW. g)-^! cflt!: ^^^^7l](LW, mg)«lS S^^^^. :£ 6"^^^ 7> 
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7> 



£ 6<^1 wVsq- :^o]^ TCIP i^l-f^ife tfl^i^-^l 



i8> 



>9> 



D0> 



-n-^*V7ll A>-g- 



^4. 



02> 
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11 



a-H-^^ TCTP 5£^%^ ^^-^S. -^J-Ji-t^;^! ^ael^-§- S^^l-. 



2] 

'^^lA^ioi] o]^o^ -a-SJ, ^, ^1^. t^ldti^^, t^^%^, ^flyfl 

i-B-^^ TCIP ^^^s. ^SBl^-S- 2,^^^. 



I^^«J- 41 



^^T^, TCTP^i)- 



l^T^-^ 51 
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^^1 3% Sfe >ll 4«J-21 2:A^#^ S^l:^^ ^^-^^ ^>fe ri^aiel 

[^T^-^J- 81 

[^^^J- 91 

^Vfe 1}-'^, JlH. '^I^ ^^^^ (yeast two-hybrid), TCTP ^«-^^<^1 ^"^^Vfe 4^1 cl^^s-g^^cl ^ 
#€-(phage-di splayed peptide clone)^ ^"S-i- ^ ei-o1ti.&)ej( chemical 

library) ol-§-t!: HTSChigh throughput screening), §]e HTS(drug hit HTS), 

^5L el ^ (cell -based screening), 2.^ DNA c>1e11o1(DNA array)* <5l-g--5Vfe ^i^aiel^i^^ 
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10] . 

^^Hl'H i-B-^^ TCTP -^^7^7} £<a£)<H, ^]^S.3i\- ^S^^S.<^] ^^^^ TUTP 
-n-^^Vl: if-5>3., TCTP ^^^o] s^t^^^^c^ ail^ ^ ^a^wltfl^Sl 3E^^^ 

M-^^fl^ ^^^^ 
[^^^ 111 

* 

12] 

^1 11^<^1 9X'^^^, ^7] TCTP -H-^^m A]-o]si^^s. wHsl>, ^^A-l(CMV-IE). tifl 
oB^ H-SaB] (chicken beta-act in promoter) ^ Hfl^ wflBl- I-e] «iflo] ^l<a(rabbit 

beta-globin poly A-tail)^ "^-B-^Vfe ^e] DNA tflol] ^<g^ ^^1- ^^-^S. 

t^T^"^ 13] 

^112«J-<^1 ^7] ^^^^ T^V-f^^ T^^^^^ T^i^^:^ KaC 10640BPS. 7l^^ ^ 

^^^^ ^}-^^. 
t^T^"^ 14] 

^AS. o]^<>\y<]^ TCTP ^T=V^^ ^}-^^ 
1) 5L-^^^ TCTP -^€;^V» ^^^^ ^B^oi] -a-'^^lT'^ ^^:$l^-g- :(^3z^ -^r^^} ^3: 

1:^ >t|l2:Br}fe icj-;^] ; 
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2) ^7] 7^] l^n^ -n-^^V i=>^^^ ^^^^1 :^^<:»ll 

4) ^7] cflels. i3>-f ^ TCTP 'fr^:^>7l- Tll^ DNA<^1 S3 =1:2., TCTP ^^-^^^ 

^^*H, allSJ- 2:^ ^^j-Wltfl^Sl S^^^ M-El-^^ ^"?1«V«^ TCIP 5i|-cV^^ ^^^^ 

[^^% 15] 

>il i4%oi] -^71 TCTP -B-^^V^ A^l^sL 1^ '^7]^]'^ =?-2^, 1^ 

1-S!^<='l7> ^ ■sl-T^-'^l ^^^S. *>fe TCTP 41=1-^^ ^> 
[^T^-^J- 16] 
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" ■ I I 1 I 1 

Bg tin Tgl Tg2 Bg Tgl Tgs Qg Un Tgl- iga 




- mTCTP 
•a*actin 



31-28 




IS. 51 

a 



1S0 
140 



B 130 
1 

% '•20 

I 110 
hi 

100 
90 
*6Q 




/! '"•''•I Fi->i><-^ 




11 



12 13 14 15 

Time after birth (tneeks)' 



16 



17 




rl 



I 




1 



♦ Tg-M 

- -^JBr*"- Lm-F 



Time after birth {uveeks) 



19-20 



C9 

.X 

a. 
to 
> 




I 



1 



P 



ji 



5~6 9~12 19--20 

Time after birth (vveel<s) 



□ Lm-M 



EITg-F 
OLtn4W 



^ ^;^>: 2004/6/28 



31-29 




3909 



IS. 6) 



4 

3.8 

% 3.6 
I 

I 3.4 

3.2 
3 



t. , 



^ ^^}: 2004/6/28 



19w rrtHRF TgM-LVWBW 
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<110> LEE, Kyung lim <120> Composition for screening anti-hypertension drug comprising 
mammal TCTP gene or its protein product, and method for screening ant i-hyper tens ion drug using 

said composition <130> 04p-55 <150> KR 10-2003-0040519 <151> 2003-06-21 <160> 2 <170> 
Kopatentin 1.71 <210> 1 <211> 858 <212> DNA <213> Homo sapiens <220> <221> mRNA <222> 
(1)..(858) <223> TCTP gene <400> 1 cgctcccccc tccccccgag cgccgctccg gctgcaccgc gctcgctccg agtttcaggc 
60 tcgtgctaag ctagcgccgt cgtcgtctcc cttcagtcgc catcatgatt atctaccggg 120 acctcatcag ccacgatgag 

atgttctccg acatctacaa gatccgggag atcgcggacg 180 ggttgtgcct ggaggtggag gggaagatgg tcagtaggac 

agaaggtaac attgatgact 240 cgctcattgg tggaaatgcc tccgctgaag gccccgaggg cgaaggtacc gaaagcacag 

300 taatcactgg tgtcgatatt gtcatgaacc atcacctgca ggaaacaagt ttcacaaaag 360 aagcctacaa gaagtacatc 
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aaagattaca tgaaatcaat caaagggaaa cttgaagaac 420 agagaccaga aagagtaaaa ccttttatga caggggctgc 

agaacaaatc aagcacatcc 480 ttgctaattt caaaaactac cagttcttta ttggtgaaaa catgaatcca gatggcatgg 

540 ttgctctatt ggactaccgt gaggatggtg tgaccccata tatgattttc tttaaggatg 600 gtttagaaat ggaaaaatgt 

taacaaatgt ggcaattatt ttggatctat cacctgtcat 660 cataactggc ttctgcttgt catccacaca acaccaggac 

ttaagacaaa tgggactgat 720 gtcatcttga gctcttcatt tattttgact gtgatttatt tggagtggag gcattgtttt 

780 taagaaaaac atgtcatgta ggttgtctaa aaataaaatg catttaaact caaaaaaaaa 840 aaaaaaaaaa aaaaaaaa 

858 <210> 2 <211> 172 <212> PRT <213> Homo sapiens <220> <221> CHAIN <222> (1)..(172) < 

223> TCTP protein <400> 2 Met He He Tyr Arg Asp Leu He Ser His Asp Glu Met Phe Ser Asp 1 

5 10 15 He Tyr Lys He Arg Glu He Ala Asp Gly Leu Cys Leu Glu Val Glu 

20 25 30 Gly Lys Met Val Ser Arg Thr Glu Gly Asn He Asp Asp Ser Leu H 

35 40 45 Gly Gly Asn Ala Ser Ala Glu Gly Pro Glu Gly Glu Gly Thr Glu Se 

50 55 60 Thr Val He Thr Gly Val Asp He Val Met Asn His His Leu Gin Gl 

65 70 75 80 Thr Ser Phe Thr Lys Glu Ala Tyr Lys Lys Ty 

He Lys Asp Tyr Met 85 90 95 Lys Ser He Lys Gly Lys 

Leu Glu Glu Gin Arg Pro Glu Arg Val Lys 100 105 110 Pro Phe 

Met Thr Gly Ala Ala Glu Gin .He Lys His He Leu Ala Asn 115 120 12 

Phe Lys Asn Tyr Gin Phe Phe He Gly Glu Asn Met Asn Pro Asp Gly 130 135 

140 Met Val Ala Leu Leu Asp Tyr Arg Glu Asp Gly Val Thr Pro Tyr Met 145 150 

155 160 He Phe Phe Lys Asp Gly Leu Glu Met Glu Lys Cys 165 

170 
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